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of either patient population. The improvement in wheezing, using
either percent of days without wheezing or mean change in wheeze

score, and using either the ITT or the efficacy analysns, was not
clinically significant.

€ cough: The mean change from baseline in percent of déys without
cough and the mean change from baseline in cough can be seen in the
tables and figures below (tab20, p116, v1.92; fig10, p117, v1.92;

tab14.2.6.4, p287, v1.92; tab14.2.6.12, p295, v1.92; fig14.2.6.13, p296,
v1.92; wb14.;.6.l4, p297, v1.92)

Table 20: Ad{usted Mean Change from Baseline in Percent of Days Without

Cough (Patients Included in the Intent-fo-treat Analysis) - -,
Study Week R HFA-BDP,. HFA-BDPy, "~ HFA- Overall § m
- , _ Placebo | P-value* =t
Baseline Mean 470 403 40.1 0.476
SE 4.66 438 443 =ﬁ
N 80 84 R o
Change from Baseline | Mean 114 14.7 8.7 0475
at Weeks 1-2 SE . 3.84 3.44 352 (7o)
N 7 81 79 : m
Change from Baseline | Mean 14.8 23.8¢ 7.7 0.038 —
at Weeks 3-4 SE 4.89 - 439 448 . w
____IN 77 81 80 - —
Change from Baseline | Mean 15.8 31.1** 103 0.007 h
at Weeks 5-6 SE 529 474 . 484 -1 ' ™
N’ 77 I i I 80 n
* Based ca 21 ANOVA with treatment, ceater, treatment by center fnteraction terms in the model
Canpmmofmmwnhphubr“ p<0.003;%:p<0017; *pso.(B o
Mjveted Noen ""3:2 :.togln i M Seore <
(Paticnza included lm'=202 '3'7.-« Amnlyeis) i
T LT T Wow  Tims
i i
N Saien ¢ X
. ) .” _ ) 73 [}
Sty e - A :
. Nedian -8.1 - =8.1 ..
nia
r‘ n [ 2 9 ™
S w om0 MR
Nedian -8 -2.2 a.e
nin
o ” a *
L T I e
fu= ~ -
- - = o0
»y tovus.

Sased em on ANOVA with
. 00 p <o 0.08); %1 P <= 0.017) ¢ P & .03,
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There was a statistically significantly greater improvement from
~ baseline in percent of days without cough in the BDP-100 group at 3-
4 weeks and in mean change from baseline in cough score at *-2
weeks using either the ITT or efficacy population. No statistically
significant difference from the placebo group was seen in the BDP-50
group at any time point in terms of percent of days without cough,
although a statistically significant difference from placebo was seen
‘for mean change from baseline in cough score at 3-4 weeks and there
" was a strong trend favoring BDP-50 at all time points. The _
improvement in percent of days without cough and mean cough
- score seen after administration of 400 mcg/day of BDP as either the
50 mcg/puff or the 100 mcg/puff concentration was not clinically
significant. Percent of days without cough was 40-47% during the
. run-in period and the cough score for each group during the run-in
period was 0.88 to 1.03. Based on cough, the patient population -
evaluated had very mild asthma, with little room for clinically
- ..—significant improvement from baseline.

4 shortness of breath: The mean chan“é;from baseline in shortness
of breath can be seen in the tables and figure below (tab14.2.7.13,

—  p313,v1.92; tab14,2,7,15, p 315, v1.92; fig 14.2.7.14, p 314, v1.92)

:-‘l )
Table 14.3.7.213°
Adjusted tsan Change from Seseline umumm
Compariecns vith Ptecedbo
{%tioats tacluded in the Intent-te~trest Amalysis)

. stwdy WTA-DOP NPA-S0P oA Overall
woek . e 100 Flacebo Povalue &
. & - oL P e

Wedisn s .3 196y
fiin
ax
- = == ss —
Change from Saselims at )
Seeks 1-3 [ -8.3¢¢ .40 -8.08 0.001
Y 9.088 s .. 9%
Nedian . -0.3 -8.3 0.0
Rin .
ax
] ” ] »
Change Crom Raselims at
Weoks -4 Yoan -9. 57 -9.92* -9.34 $.003
3 9.300 0.009 0.072
Wedian -84 — -8.3 . e
Rin -
ax
[ ” [ -] )
- Chinge from Basslise at
Seeks $-6 [ -9.58¢ -4.50 -8.3¢ 9.043
) 0.108 0.094 0.096 .
Yedion -2 8.4 -8.1
nin
ax
- ” [ -] [ ]
a Based o8 aa MOVA with »y Amtar tarms

omter,
001 P am 0.0037 1 P o= 0.017; s P o= 083,
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4 chest tightness: The mean change from baseline in percent of days
without chest tightness and the mean change from baseline in chest
tightness can be seen in the tables and figures below (tab 14.2.8.3,

- p321, v1.92; fig 14.2.8.4; tab 14.2.8.5, p322 v1.92; tab 14.2.8.13, p331,
v1.92; fig 14.2.8.14, p332, v1.92; tab 14.2.8.15, p333 vl 92)

ﬁbh 18.3.8.
Adjusted Meen Change from Baselim is Pervest '
Comperisons with P!
(Patients Included fin the t-nu:-»-uuz Amalysis)

Without Chest Tightasss

swdy -u-nv [l wA . Overall
week 190 Placebe P-valve &
2acslfics ;m 8: '.l. 8:.:. n.;, 0.638
Sedian w'a ae’y otd
s
ax am
L ] » 2] “
Change from Baseline at -
Rosks 12 = e ih e = "R
tisdicn .8 .0 e.e
[
[ .3
- . ] ™ [ ;] ”
Change from Saseline at
Weeks 3-4 Nean 14,7 33.0¢ 1.8 9.004
&3 4.02 3.87 3.67
Medisn 0.8 9.0 .0
[XY «-50.¢ -71.4 -80.90
ax 100.0 100.¢ 100.¢
L] ” [ ] "
Chenge from Baseli=s at
Seeks §-¢ S=an 28.90 14.7% 3.8 0.029
.3 4.4 3.9¢ 4.08
Nedian a.sp @.0 8.9
Win
ax .
] ” .2 0
a Saced on an ANOVA with ocenter, by [ fon terws. —
01 P aw 0.00); ) P <= $.0L7) 40 P «= 0.0),
Tablo 14.2.0.1)
AMjusted Mean m trom Saseline in Choal Tightness Svore
Comparisons with Placobo
(Patients Includod jn the Istont-to-treat Analysis)
foudy RPA-BDP EPA-BDP NrA Ovarall
wosk 0 100 Placebo P-value a
Baseline Heoan 0.68 9.49 9.6 8.417
ol 9.100 0.0%4 9.098
Median 8.4 .1 .2
Rin
Max
L] 0 L] [ ]
Cuange from Bassiive at §
teeks 1-2 Nsan -9.35048 -0.18¢0 6.11 < §.901
;.. 0.063 0.05¢ 0.050
Nedian [N ] s.0 9.0
Nin
Max
[] ” 2 ™
Change from Gaseline at
Wooks 3-4 san -$,33¢ -0.34 -9.01 0.03¢
[ 3 9.903 .07 0.97¢
Sadian --.3 .9 e.e
&in
ax
] ” s 20
Change from Baseline at
Weoks $-6 Smany =, J4e -8.3¢ -0.9% 9.049
[ 9.080 .07 0.001
Hedian -1 ae [ X ]
Nax
] n a2 [ ]
o Saned on an ANOVA with treatmamt, by terms
t P s 9.003 P <= 6.017; 41 P av 0.8)
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- % sleep disturbance scores: Sleep disiturbance was evaluated by
patients upon awakening in the morning and before taking the AM
dose of study medication, using the following categorical scale:

0 =none ,

1 = awakened once or early because of asthma symptoms -

2 = awakened twice or more with asthma symptoms

3 = awake most of night due to asthma symptoms

4 = patient did not fall asleep at all due to asthma symptoms

4 During the run-in period, the average percentage of nights without
sleep disturbance was 49% and the average sleep disturbance score
was 0.7.

4 The mean change from baseline in percent of nights without sleep
disturbance and the mean change from baseline in sleep disturbance
scores can be seen in the tables and figures below (tab21, p127, v1.92,
figl1, p128, v1/92; tab 14.2.9.4, p340, v1.92; tab 14.2.9.12, p348,
v1.92; fig 14.2.9.13, p349, v1.92; tab 14.2.9.14, p350, v1.92)

Table2l:  Adjusted Mean Change from Baseline in Mean Percent of

Without Sleep Disturbance jglﬁellt lndnded h the Iltalt-to-
_ treat Analysis)
Study Week HFA-BDPg, | HFA-BDPygy| HFA- | Overall |
: ) : — Placebo | Povalne®
Baseline | Mean 479 50.1 51.0 0.838
. SE 4.66 436 444 ’ -
R 20 85 8
Change from Baselme | Mean Br | 57 00 | 0008
ut Weeke 1.2 SE 432 354 357
: N 7 82 78
Change from Baseline | Mean 23.1% 262 06 <0.001
at Weeks 34 SE 477 424 437 :
) N n 52 ”
Change from Baseline | Mean 25.7** 20.8%* 24 <0.001
at Weeks 5-6 SE s 4.65 479
E N L 82 ”
T asod 00 wn ANOVA with frescness, GEirty, Gratne by ceaiy kmtraction S i G BodeL

Comparisons of active yramens with placebo:**: 5 £ 0.003; *: p £ A01T; 4 p < 0.03.
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Table 10.3.9.13

A Nosw fron Saseline in 81 Sisturbence Scure
fratas Lowns with Placciy.
(hetionts tacinded in the Istent-te-treat Ammlysis)
tuay wn-s0r WPR-s0P - Oversl
wesh : »” 100 Placebo I.nlu: 'y
" sessline oan 0. on en T e
- — [ 9.983 o.079 .00
Sedinn 0.6 6.¢ 0.6
Nin
Max-
- - L2 ) -
T Clewge fyem Bassline at
Sesks 1< | -9.3%* -8.380% .8 i X
e - 0.7t 8.06) 0.066 bt
Sedian 8.1 -8.1 0.e
[
[
L n [ -} ”»
Chenge frem Saselise et )
wosks [ 8.3 T .98 9.82 [ X
= ] ©.903 9.673 0.978 *
Sledian - - .=
[0
s
L ] 7 [ ] ”»
Cliwnge frvon Bageline ot .
[~ Mean -9.410¢ ~9.4000 -9.00 « 8.08)
- foud o.M 8.001 8.08)
Shodlan —a -h ae
s
Nex
- ” [ 4 ”
a Based en an NIOVA with trestamat. Genter, treatmmst by emiter isterecties Seses.
P o .00 % p o 0.027; P @ .93, .

%* beta agonist use: beta agonist use was recorded by patients bid
during the run-in period and during randomized treatment. The
number of times that an inhaled beta agonist was used, not the

_number of inhalations was recorded.

. @ The average use of an inhaled beta agonist during the run-in
period was 2.5 times in a 24 hour period.

4 The mean daily change in inhaled beta agonist use can be
seen in the tables and figure below (tab22, p131, v1.92; tab
14.2.10.6, p359, v1.92; fig12, p132, v1.92). The statistically
significant difference seen between both active treatments and.
placebo was driven predominantly by the decreased nighttime
‘use of inhaled beta agonists.

Table 22: Adjusted Meanr Change from Baseline in Dafly Bets-agonist {lze

(Patients Incladed in the Intent-to-trest Analysis)
Study Week HFA-BDPg | HFA-BDPyyy| HFA- | Overal
| . _ Placebo | P-value®
Baseline Mean 239 275 253 0564
SE 0252 0237 0241
N 80 84 2
Change from Baseline | Mean 2085 104 0.04 | <0.001
at Weeks 1-2 SE - 0203 0.182 0.187 :
| ____In 76 81 78
[ Ctange from Baseline | Mean 209¢° 149°* 016 | <0.001
& Weeks 34 SE 0225 0201 0206
N 76 81 79
Change from Bascline | Mean 098+ 158%* | 2024 | <0001
st Weeks 5-6 SE 0241 0216 | o220
. : N % | @ 7

Based oo sn ANOVA with trestment, center, trestment by center interaction terns io the model.
m«mmmww:mm,xum«psw.
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= overall evaluation of improvement in secondary endpoints after

- treatment with 400 mcg/day of BDP-HFA compared to placebo:

~ Change from baseline compared to placebo after 6 weeks treatment

ITT  mcg/puff Efficacy Population

‘Parameter 50 100  placebo p-value 50 100  placebo  p-value
v 131270 1315341 5% | 0005 T3S T3S 1 10% | 0.09
wheezing 26% 21% - | S
pimd S N [-006{0.007] S |73%*]-0.10 0.03
wheeze  1-049 1-0.19 | -0.51 .
e |3 |3 ]10% [ 0.007 |33 327 11% | 0.03
cough ° 16% | 31% 1 16% 31% .
e |as |1z |-0.03 [ 006 |25 [525( -0.1410.07
| cough -043 -044 1 -048 -047 |

Aﬁo{; ;:;j,s-s ) 3;5. 1% | <% 233.5-6 's;'t:‘z.s.s 14% | 0.08
dyspnea 24% — - 27% 29% .
Men TS S IT024] 004 | SIEF [SIZETT03370.07

' SOBscore | _().58 {-050 .| -om -050
TR S 2% | 0.03 |31z ]s5i2341 3¢, | 0.08
chesttight | 16% 15% 15% | 16% '
el S 33456 1-0.05] 0.05 2‘;%3,4 Tse 1] -0.10] 02
chesttigt | ()34 |-ou -035 -028 ‘
| enge S S 2% | {33 | S |6% |o0002

disbed 1 26% | 30% 4% 33% B E
T=TTS S |nome | <°® [ § S | -0.08 | 0.01
s 1041 |-040 | | 042 |-046
pmtdanl BNE S {024 | <™ |32H 1S -047 | 0.01

feea 1098 |-1.58 : 119 -1.62

L_:Egmstusc -
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@ SAFETY FINDINGS

%* exposure: The extent of exposure can be seen in the table { clow.

- The sponsor has assumed, perhaps correctly, perhaps not, that the
safety of 400mcg/day using BDP-50 is the same as 400 mcg/day using
BDP-100 and has combined both groups of patients receiving BDP,
in terms of extent of exposure.

 Table 23: Exteqt of Exposure

Length Of Exposure HFA-Placebo | Daily Dose 400 mcg HFA-BDP
' . : Number of Number of Patients
, Total Exposure - Patients n=85 =171
> 14 days 78 157
> 28 days . 73 153
> 42 days 30 64
Unknown 2 2
Time on Treatment HFA-Placebo Daily Dose 400 mcg HFA-BDP
Mean number of daysondrug 393 - .395
Median number of days on drug . 42 : 42
Range of days on drug 2-50 -2-49

~ Note: Patient 456 receiving HFA-placebo and patients 155 and 329 receiving 400 meg HFA-BDP -
were lost to follow-up. Patient 240 receiving HFA-placebo withdrew consent. Therefore, the extent
ofa:posmlsnotavailableforﬂmepmm . -~

* adverse events There were significantly less patients (p = 0.02)
who reported at least one AE in the BDP-50 group (8%) than in the
BDP-100 group (19%) or the HFA-placebo group (24%). The only
AE reporied by = 2% of patients where there was more than one
more occurrence after administration of BDP-HFA than after
administration of HFA placebo was upper respiratory infection (3%
of the BDP-100 group and 1% of the HFA placebo group)(see table
below: tab24, p142, v1.92). Therefore, there is no apparent concern
about BDP-HFA at a dose of 400 mcg/day producing any significant
AEs beyond those seen with placebo. Comparing the BDP-50 and the
BDP-100 groups in regard to AEs reported by > 2% of patients,
there were some AEs where there was more than one more
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eccurrence aftéi' either administration of BDP-50 or BDP-100 ~

- dysphonia, headache, pharyngitis, and upper respiratory infection

occurring more frequently in the BDP-100 group and taste sensation
occurring more frequently in the BDP-50 group. These differences
are probably not of clinical significance. There was no significant -
difference between the treatment groups in terms of severe AEs or
events that were probably or possibly related to the treatment.-
There were less patients in the BDP-50 and BDP-100 groups than in

.- the placebo group who were withdrawn from the study due an AE.

Table 24: orAn Adverse Breats 2% Of
. = Number Of Patients With At Lexst Ooe of .
The Adverce Pocat: (Paficats Included In The Intent-To-Treat-
Placehe
Toul Number OF Paeray [9) 3
"= (%) Of Pt
Reporting At Lezst Ose
Adveres Evaxt — 26%) 17an9  {wom Jesn
' Appicanas S Daoreas K70) 6% T6%) 1000 -
Tobalstion Admie - Cough 0 %) oK) 2e%) o2
Inbataion Aduzls - Dywhosis °E%) 210%) 10%) s
inbalxion Skr Scmwion 10%) 20%) 10%)
 Imbulnios Tene Scaaetior 20%) 0 %) 0% - je2n
- [Body AvA Whois - Geseral Dosorders ] 0 (%) I0%) TO%) 0351
Queahn :&ln 3. et 1600
ever 1000
[Coner & Perips Narv Sym Dasarders ] 00%) 0% ?%OL—W—
Dizziness ° ) 10% %) 1000
Honduchs :m :ax) 40%) i
Egg. %) %] i 0436
Satistancs ' [ Q%) 3¢0%) 30
Ifaczion Vial 10% 20%) «{n) 0408
Octis Media [ {_Q: 1 04636
Tespirary Sysem Daardas 4%‘_, () nwdw  jeir |
Acane Astien Epleode °0%) *O%) 10% 0556
Bronchids 10% °%) 20%) (Y-
Conghing , 10%) 0% 1a% 1000
Increasd Astam Syspacs 10%) 10% 800 Losdd
Lirynghls o) 10% [ il 1000
Pharyrghis °) 0% 10% assi
Upper Reap Trace Ifection 80%) 30% ° Jra® o328 )
Pvaine fx s ool - [Ty =y =y ey -

¥ laboratory tests: There were 8 patients in the BDP-100 group who
developed a serum albumin level above the NRR after 6 weeks of
treatment compared with none of the HFA placebo patients. There

were significant changes in LFTs seen in all 3 treatment groups. One —

patient who received BDP-100 had an increase in SGPT from 18 to
61 TU/L (N =7-39 IU/L). There were more patients, however, in the
placebo group who had an increase in LFTs to above the upper limit
of the NRR except for bilirubin where there were 3 BDP-50, 1 BDP-
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100 and no placebo patients who developed levels above the upper
limit of the NRR. In the RDP-100 group, the mean platelet level
decreased from 242 at baseline to 230 after 6 weeks of treatment
while the mean platelet count in the other two treatment groups
increased. There were 1-2 patients in each treatment group who had '
a fall in platelet levels below the lower limit of the NRR.

* vital signs: no significant mean changes in pulse or blood pressure
was noted after administration of BDP-HFA.

¥* 12 lead ECGs' there were no sxgmficant changes in ECGs after
administration of BDP-HFA.

CONCLUSIONS:

1. A dose of 400 mcg/day of BDP-HFA, whether given as the 50

mcg/puff concentration or the 100 mcg/puff concentration, produced

a significantly greater improvement in pulmonary function than did”

placebo(p < 0.05) in adults with rmld-moderate asthma not taking
_mhaled corticosteroids.

2. Itis not possible to assess comparability between BDP-HFA
delivered as the 50 mcg/puff concentration and BDP-HFA delivered
as the 100 meg/puff concentration, because there wasno dose-
response built into this study, in order to detect differences if
differences existed. The sponsor has tried ta £

1 but this is not acceptable.
Asthma severity in this patient populatxon was probably too mild to
- detect a difference in response to the two different concentrations of
BDP-HFA evaluated, if a'difference existed, at a dose of 400 mcg/day.
Mean improvement was generally greater in patients who received
the 50 mcg/puff concentration than in patients who received the 100
mcg/puff concentration, although the differences were not great.

3. No safety concerns were apparent on the basis of safety
parameters monitored in this study.
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ABSTRACT

METHODS: Study 1192 was a parallel, modified blind, double-dummy,
active treatment controlled, multicenter, repetitive dose study in 323
adult patients (50-60 patients in each arm) who had mild-moderate__.
asthma and were receiving inhaled corticosteroids. After a
corticosteroid washout period, patients were randomized to receive
either 100, 400, or 800 mcg of either BDP-HFA or BDP-CFC at a
concentration of 50 mcg/puff (9 puffs bid) for 6 weeks. The primary
efficacy variable was mean change in percent predicted FEV-1 from
baseline after 6 weeks of treatment. Secondary efficacy parameters
included other pulmonary function assessments (FVC, FEF 25.75, AM
and PM PEF), asthma symptoms, sleep disturbance, inhaled beta
agonist use and reversibility. Safety was assessed by adverse events,
vital signs, assessment for candidiasis and laboratory tests. Two study
populations were analyzed: 1) an intent-to-treat population; and 2) an -
evaluable for efficacy population..

There was a 7-14 day run-in period, following which patients entered a
28 day single-blind inhaled corticosteroid washout period, where the
patient’s inhaled corticosteroid was replaced with CFC placebo.
Patients then entered a 6 week period of randomized treatment, during
which they were evaluated in the clinic, with pulmonary function
testing, 5 days out of every week. Baseline comparison of the treatment
groups showed that they were comparable in terms of demographlcs,

~ medication use, pulmonary functwn, and other criteria.

RESULTS: A minimal dose-response was seen after administration of

- BDP-HFA -and BDP-CFC for 6 weeks, based on mean change from
baseline in percent predicted FEV-1. The primary separation of effect

_ between the three doses of each drug product occurred after the first
week of treatment. Subsequent to the first week of treatment, there was
. aflattening of the dose-response curve. The difference in effect between
the three doses of either drug product is of questionable clinical
significance. Although there was a consistently greater effect seen after -
administration of a given dose of BDP-HFA than after administration of
the same dose of BDP-CFC, these differences were small and of
questlonable chmcal significance. There was a clinically sngmficant
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improvement in mean change frorh_ baseline in FEV-1 percent of
predicted, percentage of patients with a 12% or greater, as well as 50%
or greater improvement in FEV-1, mean percent change in FEF 25-75

- from baseline, mean change from baseline in AM PEF, mean percent of

wheeze-free days and mean change from baseline in inhaled beta
agonist use after administration of 100, 400, and 800 mcg/day of BDP-
HFA. There were no safety concerns raised by the data from this study.

DISCUSSION: Based on the degree of improvement expected with an
inhaled corticosteroid, the sponsor has adequately demonstrated a dose-
response for BDP-HFA and BDP-CFC, across the dose range of BDP-
HFA proposed for clinical use. Efficacy of BDP-HFA at doses between
100 and 800 mcg/day was demonstrated for most parameters. The
significant improvement in FEF 25-75 after administration of 800
mcg/day of BDP-HFA suggests an effect of BDP-HFA on smaller
airways, a finding that is consistent with lung deposition studies.
Although no safety concerns were raised by this study, some adjustment
may be required when patients are switched from BDP-CFC to BDP-
HFA because of the greater incidence of AEs noted in this study with
BDP-HFA at a dose of 800 mcg/day.

APp,.
OAI ﬁ’s 7‘,4,
/G'/,y 4/”’47 ' o
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w The primary objective of this study was to demonstrate a dose
- response with administration of 100 to 800 mcg/day of BDP-HFA in A

patients with asthma by comparing the dose-response curves of
BDP-HFA and BDP-CFC across this dose range.

number of patients: 496 patients were screened; 323 patients were
randomized to treatment; 50, 51, and 56 (157) patients were
randomized to receive 100,400, and 800 mcg/day of BDP-HFA,
respectively and 59, 55, and 52-(166) patients were randomized to

- receive 100, 400, and 800 mcg/day of BDP-CFC; 206 patients were

included in the efficacy population (evaluable for efficacy
population)(see flow chart below); the number of patients enrolled
at each center ranged from 4 to 24. '

Figure 10.1.A: - - Patient Disposition
496 Screened
]
I 173 Inetigible |
- 323 Randomized
50 HFA-BDP | 51 HFA-BDP | 56 HFA-BDP | S9CFC-BDP | 55 CFC-BDP | 52 CFC-BDP
100 meg/day | 400meg/dsy | 800meg/day | 100mcg/day | 400mcg/dsy | 800 meg/day
| 18 Discontinued Before Week 6 of Treatment Period |
2 HFA-BDP 0 HFA-BDP 3 HFA-BDP 8 CFC-BDP 2 CFC-BDP 3 CFC-BDP
100 meg/day | 400mcg/day | 800meg/dsy | 100mcg/day | 400meg/day | 800 meg/day
206 Patients in the Evaluable-for-Efficacy Population

33 HFA-BDP | 35 HFA-BDP | 33 HFA-BDP | 40 CFC.BDP | 32 CFC-BDP | 33 CFCBDP
100 meg/day | 400mcg/day | 800mcg/day | 100meg/day | 400meg/day | 800 mog/day
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PLACEBO PROPELLANT ADAPTER COLOR __DESIGNED TO

A HFA-134a white match HFA-BDP
E HFA-134a ‘ pink . match CFC-BDP
D CFC-1112 white _ match HFA-BDP
F CFC-1112 © pink match CFC-BDP
TREATMENT TOTAL DAILY INHALER(S) ADAFPTER REGIMEN
.DOSE (ex-valve) COLOR
HFA-BDPy, 100 mcg active white 1 puff BID
HFA-placebo (E) pink 4 puffs BID
HFA-placebo (E) pink 4 puffs BID
HFA-BDPy, . 400 mcg HFA-placebo (E) pink 1 puff BID
active ] white 4 puffs BID
_ HFA-placebo (A) white 4puffs BID -
HFA-BDPg, 800 mcg " HFA-placebo (E) pink 1puffBID |
active white 4 puffs BID
active white . 4 puffs BID
CFC-BDPy, 100 meg active . pink 1 puff BID
CFC-Placebo (D) white 4 puffs BID
CFC-Placebo (D) white 4 puffs BID
CFC-BDPy, . 400 meg - CFC-Placebo (D) white 1 puff BID
active pink 4 puffs BID
" CFC-Placebo (F) pink - 4 puffs BID
CFC-BDPy, 800 meg CFC-Placebo (D) =~ white lpuffBID
: : active pink 4 puffs BID

active pnk  4pufisBID

% periods of study:

¥* 7-14_day- run-in period during which patients continued to use
inhaled corticosteroids; ‘

* the run-in period was followed by a 28 day single-blind inhaled
‘corticosteroid washout period where the patient’s inhaled

" corticosteroid was replaced with a CFC placebo without the -
patient’s knowledge; patients returned to the clinic for evaluation
at least 5 mornings of each week; loss of asthma control during
this period of time was defined as a decrease of at least 10% in
FEV-1 or a decrease of 20% or more in PEF on the same day as
the lowest FEV-1 was measured, associated with an increase in the
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total number of puffs of Maxair used on the day preceding the
qualifying drop in FEV-1 by 2 or more compared with the highest
total number of puffs used on any day during the last 7 days of the
run-in period and the daily sum of the asthma symptom score and

sleep disturbance score on the day preceding the qualifying drop
in FEV-1 was higher than the highest daily sum of these scores
during the last 7 days of the run-in period; asthma exacerbations

- during this period of time (FEV-1 < 40% predicted) could be
treated with nebulized beta agonist and if the patient responded,
the patient could stay in the study

¥* following the corticosteroid washout period patients received 6
weeks of randomized treatment; during this period, patients could
only be treated with two courses of nebulized beta agonist and one
‘course of oral antibiotics; need for additional treatment resulted in
the patient being withdrawn from the study.

- ——w parameters evaluated:

EFFICACY L

* the primary efficacy variable was percent of predicted FEV-1
change from baseline; FEV-1 was measured 5 times per week
- during the last week of the run-in period, 5 times per week
during the inhaled corticosteroid washout period and 5 times
per week during weeks 1, 2, 3, 4, 5, and 6 of treatment (see flow
chart below); baseline was the value obtained at the end of the
inhaled corticosteroid washout period (day 1); FEV-1 values
: were averaged over each weekly interval; a minimum of 3 days
- per week was required to calculate a weekly average.
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Figure 9.LA: 1192-BRON Dose-Response Study Design
PRESTUDY VISIT ) TREATMENT PERIOD
o 6 weeks
e Visits Sx/week
) *  Randomized
RUN-IN PERIOD - the tahmmr
v 7-14dsys , 100 mcg/day HFA-BDP
¢ Continucs current ICS* 1CS WASHOUT PERIOD nd
o Visits Sx/week | 400 mcg/day HPA-BDP
o Completes S visits of last 7 days e {-28days(+)
¢ Determine lowest ® Uses placcbo inhaler 800 HFA-BDP
FEV|durh|last7m-iadm * Visits Sx/week i
© AMust meet botk randomization criteria: )
e 1. 210% decrease in FEV§ l'mlowut
sen-in FEV§
: o 2. exhibits increased asthma symptoms or 100 mcg/dsy CFC-BDP
- incressed bets-agonist use '
400 mcg/dsy CFC-BDP
800 meg/day CFC-BDP

*ICS=inhaled corticosteroid

#* FVC and FEF 25-75 were also measured at the time of FEV-1
assessment; PEF was measured in the AM upon arising and in
—  the PM upon retiring;

* asthma sxmgtoms and sleeg disturbance: the highest daily
value during the last 7 days of the run-in period was used as

baseline; asthma symptoms and sleep disturbance scores were

~ evaluated by patients during the run-in period, the
corticosteroid washout period and during randomized
treatment; asthma symptoms during the day were evaluated by

patients when they took their PM dose of study drug; sleep

disturbance caused by asthma was assessed by patients before
taking their AM study drug.

% Inhaled beta-agonist use: the highest daily total number of
puffs of Maxair during the last 7 days of the run-in period was -
used as baseline; during randomized treatment, the total
number of puffs of Maxair use was recorded daily.
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* reversibility: spirometry performed 30 minutes after 400 mcg
- of Maxair on study days 1, 8, 15, 22, 29, 36, and 43 or at the
- time of discontinuation was compared between doses and study

SAFETY

* assessment for candidiasis: if the patient complained of
symptoms referable to the mouth or throat, examination of the
oropharynx was done; if there were clinical signs of oral
candidiasis, a swab was taken; if the resuits were positive for
Candida albicans, the patient was withdrawn from the study. -

¥* adverse events

¥ vital sig_ng- : prestudy, study day 1, and end of treatment viSit;
ITT population only was analyzed.

% laboratory values: ITT population only was analyzed; prestudy
and end of treatment determinations

w data analxsis:

% Two patient populations were analyzed, the intent-to-treat

-~ population (ITT) and the evaluable for efficacy population
(efficacy population). The ITT population included all patients
whe received at least one dose of study medication; the ‘
primary analysis used the efficacy population which excluded
those patients who were protocol violators or noncompliant. In

" regard to the primary efficacy variable, for the ITT analysis, if

apatient had fewer than 3 values for a given week, the average
was calculated using data from previous weeks until 3 non-
missing data points were available. For the efficacy population
analysis, if a patient had fewer than 3 values in a week, no-
average was computed.
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@ withdrawals: see table, tab 10.1.D, p87, v1.156) below.

- Table 10.1.D: 'Number (%) of Patients Who Withdrew Prior to We.k 6 by
anary Reason and Treatment
. HFA-BDP (mc day) ——CFCBDF (g 03y) ,
R.easou v 100 400 800 100 400 800 Ovenatll

(n =50) (n=51) (n =56) (n =59) (n =55) (0 =52) | (n=323)

Personal 0 (0.0%) 10 (0.0%) |0 (0.0%) |3 (51%) |1 (1.8%) |2 (3.8%) | 6 (1.9%)
Adverse Event 1 2.0%) | 0 (0.0%) | 0 (0.0%) |3 (5.1%) ]| 0 (0.0%) |1 (1.9%) | 5 (1.5%)

* | 1nadequate response | 1 (2.0%) | 0 (0.0%) | 0 (0.0%) {1 (1.7%) ] 1 (1.8%) | 0 (0.0%) | 3 0.9%) |
Entry criteria 0 (0.0%) 10 (0.0%) {1 (18%) 11 (1.7%) ] 0 (0.0%) | 0 (0.0%) | 2 (0.6%)

- { violation '

Intercurrent disease | 0 (0.0%) { 0 (0.0%) |1 (1.8%) {0 (0.0%) | 0 (0.0%) | 0 (0.0%) { 1 (0.3%)
Withdrew consent 0 (0.0%) | 0 (0.0%) 11 (1.8%) |0 €0.0%)] 0 (0.0%) |0 (0.0%) | 1 (03%)
Total 2 (4.0%) | 0 (0.0%) |3 (54%) |8 (13.6%) |2 (3.6%) |3 (5.8%) 118 (5.6%) !

=~ protocol violations: There were 67 patients who had major protocol
violations which resulted in complete exclusion of their data from
the efficacy population analysis. In addition, 68 patients were
excluded from this analysis because of noncompliance (31 received
BDP-HFA and 37 received BDP-CFC (see table below; tab 11.1.A,
p93, v1.156). The number of non-compliant patients was comparable
in all the treatment groups, varying between 9 and 14 patients. Most
patients who were overcompliant (9/10) received 100 mcg/day of
either BDP-HFA or BDP-CFC, while patients who were
undercompliant were evenly distributed between the groups which
received the two higher doses of BDP-HFA and BDP-CFC.
Compliance was generally good, probably in part because of
frequent review with patients about medications (patients were
evaluated 5 days in each week)

Table 11.1.A: Patients Completely Excluded From tiie Evaluable-for-
. Efficacy Analyses by Reason and Treatment Group

Trestment Groups : HFA-BDP mcg/day CFC-BDP mcg/day | Total

: ' - 100 | 400 | 800 | 100 | 400 | 800

(0=50) | (n=51) | (n=56) | (n=59) | (n=55) | (0=52) | (n=323)] _

Major Protocol Departure 8 9 16 11 | 15 8 - 67
Study-Drug Noncompliance 9 10 - 12 10 13 14 68
Major Departure and Noneomphance 0 3 5 2 5 3 18
Total- 17 16 23 19 23 19 | 117

* These patients were counted in both the major protocol departure and study-dmg ‘noncompliance
exclusaon categories
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%* There were 16 patients who had less than 3 valid data points
during the first week of treatment, three of whom withdrew from
the study during week 1. The data from tiiese patients was
excluded from the efficacy population analysis.

%* partial exclusion of data from the efficacy population analysis was
-done for patients who had spirometry performed after 12:30 PM,
an inhaled beta agonist was used within 4 hours of spirometry or
reversibility testing was done outside the time frame allocated.
Two patients who took prednisone during the treatment period
had data obtained after taking prednisone excluded from analysis.
Decision to exclude this data was done before unbhndmg of study
resuits.

% complete exclusion of data from the efficacy population analysis
was done in 67 patients. These protocol violations were due to
either failure to meet inclusion/exclusion criteria (inhaled
corticosteroid not 400 mcg/day or more, patients took excluded
medications, patients were not using inhaled beta agonist at
screening, and/or patients had a disallowed prior medical
condition) or failure to meet interim inclusion (lowest FEV-1
during run-in > 75% predicted, failure to continue inhaled
corticosteroid during run-in, failure to demonstrate an increase in
symptoms or beta agonist use at the end of the corticosteroid
washout period, failure to show a 10% or greater decrease in
FEV-1 from the lowest run-in value, and FEV-1 < 40% predicted
at the end of the corticosteroid washout period). Decision to
exclude this data was done before unblinding of the study results.

- DEMOGRAPHICS There were no significant baseline differences
between the treatment groups in regard to gender, age, race,
smoking history, duration of asthma, concomitant rhinitis/sinusitis,
concomitant medications, pulmonary function (prestudy, run-in,
baseline; see table below; tab 11.2.4.A, p102, v1.156), asthma
symptom scores, nighttime sleep disturbance or beta agonist use (see
table below; tab11.2.5.A,-p103, v1.156). The mean symptom scores
were very low at baseline. Mean inhaled beta agonist use was
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moderate. Although symptoms did not significantly increase during.
‘the corticosteriod washout period, there was an increase in use of
inhaled beta agonists. i he majority of patnents in each treatment
group were women. The majority of patients in each treatment
group were Caucasian; 12% were African-American. Most patients
‘were never smokers and the majority of patients had experienced
asthma for > § years.

Table 11.2.4.A: Prestudy Lung Function by Treatment Group Gg_t-to-
Tresat Analysis)
N HFA-BDP (mcg/day) CFC-EDP (mcg/day) | Overaht
FEV, Parameters 100 | 400 | 800 | 100 | 400 | 800 |Pvalud
Prestudy Mean | 229 | 230 | 232 | 236 | 230 | 240 | 0929
Absolute Values (L) | SD 0sss | os34| os16 | osm| os02 | os20 :
N |so. s1 |ss 9 | ss 52 -
% Predicted Mean |63.77 | 6602 | 6487 | 6542 | 6442 |66.16 | 0342
sD 7061 | 7557| 8654 | 7.569{ 7.603 | 7618
N 50 si 56 59 |55 52
"% Reversibility | Mean [25.78 | 25.00 | 2662 | 24.78 | 3857 | 3339 | 0.667
Following sp |17328 | 14.m18] 18388 | 13.738 16388 | 12.055
Beta-Agonist N |48 s1 ss 59 | ss 50
Runia . Mean | 217 222 | 221 | 230 | 221 | 226 | 0z83
Lowest Value L) |SD 0572 | 0585 057 | 0620] 0545 | 0602
N 50 s s6 19 |ss 2
% Predicted Mean |67.81 | 6832 | 6857 | 6954 | 6683 | 6877 | 0310
sp | 9037 | 9.4%2] 10780 | 10.181] 10238 | 7979
N 50 s 6 s9 |ss 52
Baselie Mean | 185 185 | 18 | 193 | 185 152 | os11
Actualvalues(L) |SD | 0489 | 0454 0506 | 0542| 0459 | 0512
N_ |so si_Ise Iss |ss s
% Fredicted Mean |5238 | 53.06°| 5211 | 53.56 | 5156 | 53.01 | 0865
o sp | 199 | ss22] 9951 | 9.001| 8800 | 7984
: N [Is0 | s1 |ss s9 |ss 52 |
% Reversibility  |Mean [4219 | 44.89 | 47.50 | 3850 | 45.71 | 4394 | 0372
- sp 21249 | 20229{ 25458 | 21.133] 21032 | 23087 |
N |so s0 |56 8 |ss s1

8 Based 0o ANOVA with trestment, center and trestment by center interaction terms in the model.

T e e et e ——— - - - - [
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Table 112.5A: Adjusted Mean Asthma Symptom Scores, Sieep Disturbance
Scores and Beta-Agonist Use During the Baseline Period

(Intent-to-Treat Analysis))
Raseline Symptom Scores HFA-BDP (wcg/day) | CFC-BDP (mcg/day) | Oversll |
100 | 400 | 800 | 100 | 400 | 800 | p-value -
Wheeze Score Mean | 1.88 | 163 | 138 |1.67 | 154 | 1.74 0218
SD | 1037} 1.013 | 1.038] 1.079 | 1.076 | 0933
IN 50 {51 is6 s> |ss |s2
Cough Score Mean | 106 | 087 | 093 |1.00 | 0.78 [ 118 | 0392
SD | 1097 | 0839 | 0821|0911 | 0897 | 1103
N 50 |s1- is6 f§s9 |s4 |s2. |
Shortness of Breath Score | Mean | 224 | 201 | 1.96 | 197 | 1.98 | 2.07 0715
SD | 1.057 | 0.830 | 1.021 1.105 | 1.014 | 1.056
_ N _js0o 51 s is9 {ss |s2 |
Chest Tightness Score Mean | 216 [ 212 | 196 195 | 1.79 | 189 0520
SD |} 1055|0907 | 1.140] 1.091 | 1.020 | 1137
N 0 {51 s |59 lss |s
| Sleep Disturbance Score | Mean | 0.84 | 0.74 | 0.76 } 0.84 | 0.87 | 0.89 0527
sp | o872} 0735 | 08810918 | 0.842 | 0.796 :
IN S0 ist Iss }ss is55 |s2
“Daily Beta-agonist Mean | 3.63 | 356 | 3.63 386 [ 345 [ 3.42 0.704
(anmber of uses) sD | 1302 | 1356 | 1.752] 1577 | 1497 | 1353 E
‘ N Iso |51 s Is9 Iss |s2
Daly Beta-agonist Mean | 706 | 688 | 659 | 687 | 645 | 6.53 0.886
(cumberofpufts) . |SD | 2796 | 2.833 | 3.156 | 2.682 | 2.743 | 2713
R ‘ N 50 |51 Jss |s9 |ss |s2
w EFFICACY FINDINGS:

PULMONARY FUNCTION TESTING:

%* FEV-1 percent of predicted: see figures and table below; fig
11.4.1.1.1.A, p105, v1.156; fig 11.4.1.1.2.A, p106, v1.156; tab
11.4.1.1.2.A, p107, v1.156); Based on analysis using either the
ITT or the efficacy popuiaiion, there was a dose-response seen
after the first week of treatment for both BDP-HFA and BDP-
CFC, but no further dose-response between week 1 and week 4.

| Between 4-6 weeks of treatment with both products, a |

— separation of effect was seen between the 400 mcg/day and the -

800 mcg/day dose for both BDP-HFA and BDP-CFC, so that
there was a statistically significant difference in mean change in
percent predicted FEV-1 from baseline between the group
which received 800 mcg/day of BDP-HFA and the group that
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-received 400 mcg/day of BDP-HFA after 6 weeks of treatment
(p = 0.04), based on the ITT analysis. This difference was
marginally significant (p = 0. 07) using the efﬁcacy population
for analysis. :

After 6 weeks of treatment, there was no significant difference
between the mean change in percent predicted FEV-1 from
baseline after administration of 400 mcg/day and 100 mcg/day
of BDP-HFA. The dose-response seen at most time points,
based on absolute differences in change from baseline FEV-1as
percent of predicted throughout the study was modest and of
uncertain clinical significance.

Based on analysis of the ITT population, there was a greater
mean change in FEV-1 as percent of predicted at each dose
level after administration of BDP-HFA (p = 0.06), e.g. the mean
change in FEV-1 from baseline was greater after
administration of 300 mcg/day of BDP-HFA than after
administration of 800 mcg/day of BDP-CFC. In fact, the
improvement in FEV-1 after 400 mcg/day of BDP-HFA was
comparable to the improvement after 800 mcg/day of BDP-
CFC, while the improvement in FEV-1 was greater after 100
mcg/day of BDP-HFA than after 400 mcg/day of BDP-CFC.
The same general pattern of response was seen when the

- efficacy population was analyzed.

Using a regression analysis of change from baseline in percent
predicted FEV-1 versus the log of the total daily dose and a
parailel line bioassay methodology to quantify the “relative
airway availability” of BDP-HFA compared to BDP-CFC over
a dose range of 100 to 800 mcg/day, the “relative airway ,

* availability” was estimated by the sponsor to be 2.6 after 6
weeks of treatment, i.e. that a dose approximately 2.6 times
greater of BDP-CFC was needed to produce a response
equivalent to a given dose of BDP-HFA (see figure below; fig
11.4.1.1.2.B, p108, v1.156). However, the 95% CI around this
estimate was large (1.1, 11.6). Although the validity of this type
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of analysis can be questioned, it is clear that less BDP-HFA is
needed to produce a comparable change in FEV-1 compared to
BDP-CFC.

The major change froin baseline in mean percent predicted
'FEV-1 occurs after one week of treatment with all doses of
BDP-HFA and BDP-CFC, with very little additional

improvement in the subsequent 5 weeks.

Table 11.4.1.12.A:  Adjusted Mean Change From Baseline in FEV, as Percent of
Predicted by Study Week (Intent-to-Treat Analysis)

- HFA-BDP (mcﬁglday) CFC-BDP (mcg/day)
Study Week 100 - 400 800 100 400 800
Baseline (L) Mean 52.28 53.06 52.11 53.56 51.56 53.01

- ) SE 1264 1235 1.186 1.163 1222 1234

: N 50 51 " 56 59 55 52

Change from Mean 1435 16.24 18.14 12.49 13.73 16.60
Baseline SE 1325 1283 1.186 1207 1.261 1293
at Week 1 N 46 . 48 56 55 52 50
Change from Mean 17.19 18.77 20.90 13.11 15.44 18.66
Baseline SE 1336 1.305 1254 1263 1296 1.305
at Week2 — N 50 51 56 57 54 52
Change from ‘Mean 17.98 19.53 22.19 1479 | 16.77 20.08
Baseline SE . L464 1.431 1374 1384 1.420 1430
at Week 3 N 50 51 56 .. 57 54 52
Change from Mean 1732 19.89 22.68 14.88 16.95 20.17
Baseline SE - 1.489 1.455 1397 1.407 1444 | 1454
at Week 4 N - 50 51 .56 57 54 52
Chaoge from Mean 16.70 18.46 23.86 15.05 17.15 21.4C
Baseline SE 1.557 1.521 1.461 1471 ;. 1510 1520
at Week § N 50 51 56 57 54 52
Change from Mean 18.12 1939 23.78 14.93 17.71 2148
Baseline SE 1.606 1.568 1.507 1.518 1.557] 1.568
2t Week 6 N + 50 51 56 57 54 52 :
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Figure 114.1.1.1.A:  Adjusted Mean FEV, as Percent of Predicted by Week

{(Intent-to-Treat Analysis)
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Predicted-by Dose Levei at Week 6

1192: Adjusted Mean (SE) Change from Baseline in FEV, as a Percent of
(Patients Included in the Intent-to-Treat Analysis) '

,d
%" I _---""1
- -
: -~ - .
==
e I
§~~
Tecatment: -
——— MFA-BDP
° - - CFC-BDP

400 mcg 400 mcg . 300 mcg

Total Dally Dowc (meg)

¥* absolute mean change from baseline in FEV-1: the changes
noted were consistent with those noted for change in mean
percent predicted FEV-1 from baseline. No different
conclusions can be drawn from analysis of absolute mean
change from baseline in FEV-1 using either the ITT or the
efficacy population.

%* mean AUC change from baseline for percent predicted FEV-1:
A greater mean change was seen with BDP-HFA than BDP-
CFC after administration of each of the three doses and a dose-
response was seen for both products, using the ITT analysis.
Using the efficacy population for analysis, a greater mean
change from baseline was seen after administration of 400
mcg/day of BDP-CFC than after administration of 400 mcg/day
of BDP-HF'A, and there was only minimal dose-response
between 400 and 800 mcg/day of both drug products.
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%* mean percent change from baseline in FEF 25-75 (ITT :

analysis): The same pattern of change was seen when the data

" was analyzed in terms of mean change in FEF 25-75 as was seen
when the data was analyzed based on mean change in FEV-1,
except that a significantly greater amount of improvement was
seen after administration of 800 mcg BDP-HFA compared with
that seen after administration of 800 mcg BDP-CFC. The 99%
mean change from baseline in FEF 25-75 after § weeks of
treatment with 800 mcg/day of BDP-HFA was impressive and
may reflect a significant effect of BDP-HFA on smaller airways
due to smaller particle size. A dose-response was seen for both
products (p = 0.001 and p = 0.01 for BDP-HFA and BDP-CFC,
respectively) most notably between 400 mcg/day and 800
mcg/day doses. Using the sponsor’s method of analysis, the

- estimate of increased airway availability with BDP-HFA =
compared with BDP-CFC for percentage change from baseline
in FEF 25-75 was 3.2, but the 95% CI was very large (1.3,15.8).

A consistently greater mean improvement from baseline was
seen with a given dose of BDP-HFA than with the same dose of
BDP-CFC. Infact, approximately the same degree of '
“improvement was seen after administration of BDP-HFA with
Y2 the dose of BDP-CFC. The sponsor’s estimate of the airway
availability for BDP-HFA was 3.2 compared to BDP-CFC,
which suggests that more than twice the amount of drug for a
given dose BDP was being delivered to the lower airway when
delivered with HFA propellant as when delivered with CFC -
propellant (see figures and tables below; fig 11.4.1.2.1.A, p115,
v1.156;fig 11.4.1.2.1.B, p118, v1.156; tab 11.4.1.2.1.A, piié,

v1.156; tab 11.4.1.2.1.B, p117, v1.156; )




,,,,,

17

Table 114.12.1.A:  Adjusted Mun Percentage Clmnge From Baseline FEFas 95 o

‘Study Week (Intent-to-Treat Analysis

CFC-BDP (mcg/day)

- HFA-BDP (meg/day)
Study Week Stat | 100 400 800 100 40 [ 800
Baseline (Ls) | Mean | 116 1.16 12 | 13 1Z | 132
SE 0071 | 0065 | 0067 | 0.065 0069 | 0.069 .
) N S0 51| s6 59 ss 52 : -
% Change from | Mecan | 41.75 | 5344 | 7399 | 38.14 3685 | 5350
Baseline at SE 6597 { 6388 | 5909 | 6012 6281 | 6442
| Week 1 N 46 48 56 ss .52 50 .
% Change from | Mean | 5731 | 66.73 .| 9046 | 3793 “05 | 259
Baseline at SE 7251 | 7083 | 6805 | 6253 7033 | 7081
Week2 . |N 50 sy 56 57 54 2
% Changefrom | Mcan | 57.74 | 68.16 | 9525 | 43.68 4985 | 61.13
Baseline at SE 3229 | sm3z| 7212 | 1TMY 7981 | 8035 -
| Week 3 N 50 s1 6 57 54 2 -
% Change from | Mean | 5655 | 71.76 | 9305 | 4498 4943 | 6905 Z
Baseline at SE 7903 | 7m0 | 7417 | 7470 | 1665 | 117 :
Week 4 N_| s0 s 6|87 54 2 -
% Change from | Mean | 5722 | 6536 | 9604 | 47.97 50.74 | 74.76 -
Baseline st SE 8324 | 8131 | 7811 | 7.867 8073 | 8128
Week 5 N |:% s 6 | 54 2
% Chaoge from | Mcan | 6043 | 6951 .| 9851 | 45.63 5285 | 7669
Baseline at SE 8946 | 879 | 8395 | 84sS 8677 | 8736
Week 6 N 50 s1 56 57 54 s2
\
~ Figure 11.4.12.1.A:  Adjusted Mean Percentage Change From Baseline FEFs950,

Motn Percontage Change (n FEF25~28%

by Week (Intent-to-Treat Analysis)

N week 1
HEA~EDP 100 :eg ]
HEA~EDP 400 axyg [
HEA-EDP 600 mcg [
CC-EDP 10 mcy | ]
CC-R0P 400 mxy 2

»g »

geagng a'

[ ]
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Table 11412.1.B:  Analysis of Variance Results of the Percentage Change From
’ Bgseline in FEFss 759, 8t Week 6 (Intent-to-Treat Analysis)

- Week 6 100 400 800.
Summary Statistics meg/dey mceg/day meg/day

HFA-BDP | N 50 51 56
Mean £ SE 60.43 £ 8.946 _ 1695128739 1989148395

CFC-BDP | N 57 54 2

' Mesxn 3 SE 45.63 £ 8.A55 528528677 76.69 £8.736

Anova Model P-value

Product Effect 0.012

Dose Effect <0.001

Product by Dose Interaction 0.905

HFA-BDP ‘l'ratmut ConErbons :

Linear Trend 0.001

100 mcg/day versus aversge of 400 and 800 meg/dsy © 0029

400 mcg/day versus 800 mcg/dsy . 0.016

CFC-BDP Treatment Comparisons

Linear Trend 0.010

100 mcg/day versus average of 400 and 800 meg/day 0.068

400 meg/day versus 800 meg/day- : 0.054

P-values are based on nmﬂysnofvmeemgamodelﬁmadmfwmn.dme,pooledm

snd dxeu interaction terms

Figure 11.4.1.2.1.B: Adiusted Mean Pereenhg;v(fhgge From Baseline in

FEFys 9oy and Standard Error by Dose Level at Week 6

Qntent-to-Tmt Analysis
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* mean percent change from baseline in FVC: The improvement
in mean FVC was essentially the same for all doses of both )
BDP-HFA and BDP-CFC throughout the 6 weeks of study ' -

- without any clinically significant difference between the

response of any dose of either product , although there wasa -
slight dose-response trend between 400 and 800 mcg/day of

BDP-HFA, based on analysis of the ITT population (see figures

14.2.3.2, p396, v1.156 and 14.2.3.4, p399, v1.156 below)

Figure 142.3.2 .
Adjusted Mean FVC (L) o -
- by Week .
(Patients Included in the Intent-to-treat Analysis) -

44 -
2
(%]
£ s
§
-
=
Treatment:
~——w—s- HFA-BDP 100 mcg
w——o——o HFA-BOP 400 mcg
~—w—e——o HFA-BDP 800 mcg
o--4--4 CPC-BDP 100 mcg
©O--8--0 CFC-BDP 400 mcg
] _ <©--®--0 CFC-BDP B0O mcg
z LA L} L) T L L] L . v
] prestudy rea-in baseline wki wh2 ey " whd ] wie
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Figure 14.234
Adjusted Mean Percentage Shange from Baseline in FVC
by Week
{Patients included in the Intent-to-treat Analysis)
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~ % mean AM PEF change from baseline: AM PEF was measured
_ upon awakening in the morning. As with other pulmonary
function parameters, there was a significant improvement in
mean AM PEF after administration of both BDP-HFA and -
BDP-CFC, which was accomplished mainly after one week of
- treatment. While there was significantly more improvement
after administration of 800 mcg/day of BDP-HFA as compared
with the same dose of BDP-CFC, the response to 400 mcg/day
of BDP-HFA was comparable to the response to 400 mcg/day of
BDP-CFC (see figures below; fig 5.2.4.A, p119, v1.269; fig .
11.4.1.5.1.B, p127, v1.156; tab11.4.1.5.1.A, p126, v1.156)

Figure 5.24.A:  1192: Adjusted Mean Change from Baseline in Morning Peak Flow (L/min) by
Week (Patients Inciuded in the inteni-to-Treat Analysis)
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Table 11.4.15.1.A:  Analysis of Variance Results for the Change From Baseline
‘ in Morning Peak Flow at Week 6 (Intent-to-Trest Analysis)
N "Week 6 100 400 800
Summary Statistics mcg/day " ‘meg/day mep/day -
HFA-BDP |N 50 51 56
- ’ : Mean + SE (L/min) | 39.07+ 7.148 49.85 £ 6.982 61.86 £ 6.708
CFC-BDP [N - 58 54 -1 52
Mean + SE (L/min) | 32.50 +6.650 53201 6.933 5120 £ 6.980
Anova Model P-value
Product Effect 0413
Dose Effect .0.008
Product by Dose Interaction 0582
HFA-BDP Trestwent Comparisons
Liear Trend 0.021
100 mcg/day versus average of 400 and 800 mcg/day 0.053
400 mcg/day versus 800 mcg/day 0216
CFC-BDP Treatment Oomparisons .
Lincar Trend 0.070
100 mcydayvmmgeofmmdmmcg/dny 0.018
400 mcg/day versus 800 meg/day : 0.839
P-values are based on an analysis of variance using a model that adjusts for product, dose, |
pooled center and their interaction terms -

Figure11.4.15.1.B: Adjusted Mean Change in Morning Peak Flow and Standard

Error by Dose Level at Week 6 (Intent-to-Treat Analysis)
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%* mean PM PEF change from baselm : PM PEF was measured
upon retiring in the evening. No dose-response was
demonstrated for either BDP-HFA or BDP-CFC based on
enther ITT or efficacy populatlon analysns.

¥ individual patient mmrovement in FEV-1: The percent of
patients who had a=>212% nmprovement in FEV-1 and the
percent of patients who had a 2 50% improvement in FEV-1
after 6 weeks of treatment with either BDP-HFA or BDP-CFC
(“responders”) can be seen in the table below (tab 5.2.2.2.A,
p1il, vi.269). There were a consistently greater percentage of
patients who had a 2 12% improvement in FEV-1 from baseline
as well as a consistenﬂyvg-reater percentage of patients who had
a 2 50% improvement in FEV-1 from baseline after recexvmg a
given dose of BDP-HFA, as compared to the same dose given as
- BDP-CFC. The only exception to this trend was the percentage
of patients who had a 2 12% improvement after 800 mcg/day of
BDP-CFC, which was greater than the percentage of patients
who had such an improvement after 800 mcg/day of BDP-HFA.
It should be noted that mean data relating to change in
pulmonary function which supports-the sponsor’s contention
that only ¥ the dose of BDP-CFC is needed to produce a
comparable effect when administering BDP-HFA, can not be
extrapolated to individual patient response.

Table 5.2.22.A: Percent of Patients with at Least a 12% or 50% Change
from Baseline in FEV, at Week 6

(Patients Included in the Intent-to-Treat Analysis)

_ Study 1192 »
Response | HFA-BDP | HFA-BDP | HFA-BDP | CFC-BDP | CFC-BDP | CFC-BDP
100 mcg 400meg | 800 meg 100 mcg 400 meg 800 mcg
§ 212% 46/50 49/51 $4/56 45/57 48/54 51/52
92.0% 96.1% 96.4% 78.9%" 88.9% 98.1%
2 50% 14/50 13/51 25/56 9/57 11/54 17/52
' 28.0% 25.5% 44.6% 15.8% 20.4% 32.7%

e ————— ——
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* reversibili_tx) : mean percent reversibility varied between 43-

47% in the BDP-HFA groups at baseline and between 39-46%
in the BDP-CFC groups at baseline. After treatment for 6
weeks, mean reversibility was 18, 20, and 15% in the 100, 400,
and 300 mcg/day BDP-HFA groups, respectively and 16, 23,
and 13% in the 100, 400, and 800 mcg/day BDP-CFC groups,
respectnvely, using the ITT analysis. No dose-response was seen
in regard to this parameter and no significant difference was
noted between the two drug products at any dose level.

OTHER EFFICACY PARAMETERS

% symptom scores: patients evaluated symptoms daily during the

run-in period, the inhaled corticosteroid washout period, and
during treatment. Asthma symptoms (wheezing, cough,
shortness of breath and chest tightness) during the day were
evaluated by patients when they took their evening dose of

study drug, using a categorical scale as shown below.

0=none

1 = present causing httle or no discomfort

2 = mild, annoying, causing little or no discomfort

3 = moderate, causing discomfort, not affecting activities
4 = severé, interfere at least once/day with activities

5 =severe, interferes with work, school, daily activities-

€ wheeze: The mean change in percent of days without
wheezing by week can be seen in figure 11.4.1.7.1.1.A
(p129, v1.156) below, and analysis of this data is
presented in the table 11.4.1.7.1.1.A (p130, v1.156) and
figure 11.4.1.7.1.1.B (p131, v1.156) below. There was no-
consistent dose-r-wponse demonstrated for either BDP-
HFA or BDP-CFC, using either the ITT or the efficacy
population for analysis. A greater amount of
improvement was seen after administration of 400
mcg/day of BDP-CFC than after administration of 400
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mcg/day of BDP-HFA or 800 mcg/day of BDP-CFC.
Improvement, as was seen with pulmonary function,
occurred primarily after the fiist week of treatment.
There was no significant difference between drug |
products or across dose levels for either drug product in
regard to mean change from baseline in wheeze score.

Figure 114.1.7.1.1.A: Adjusted Mean Percent of Days Without Wheeze by Week
\ (Intent-to-Treat Analysis)

Mesn % of Deys Wi 'soui:c
]

»u am=hn L] - - -—d i - e
YN=S0P WD sy - - [ .4 - - - . =
WR-SOP 400 way - - [ ol - [ = -
M= 00P 500 mey » - - - [ .4 - - -
OFC =8P 100 mog -» =» - - - [ ol -
CFC=EDP 400 euy [ - [ ol | d g ol Lo
CFC=80P 800 sup - = - - = [ -3 = - -

Figure 11.4.1.7.1.1.B: Adjusted Mean Percent of Days Without Wheeze and
Standard Error by Dose Level at Week 6 (Intent-to-Treat

Noen % of Doys WO Wheere
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Table 11.4.1.7.1.1.A:  Analysis of Variance Results for ﬁne Percent of Days Without

Wheeze at Week 6 (Intent-to-Trest Analysis)

~ Week 6 T 100 400
Sumi. .1y Statistics meg/da; mey/da meg/de
HFA-BDP [N . 50 = 51 E 56 .
| MeansSE 374016775 - 41.04+6.618 553616358
CFC-BDP [N 58 54 -8
Mean £ SE, 342946303 50.79 £ 6.571 48.83 £ 6.616
Anova Model P-value
Product Effect 0.994
Dose Effect ) 0.044
Product by Dose Interaction 0426
HFA-BDP Treatment Comparisons R
‘I Linear Trend 0.048
IOOmcg/daywwoﬂOOmdmw&y 0.188
400 mcg/dxy versus 800 meg/dsy 0.120
CFC-BDP Trestment Comparisons
Lipear Trend . . 0138
lOOmcg/d’ayvmamgeowamdwOneglday 0.049
400 mcp/day versus 300.meg/dzy 0833 -
P-values are based on mnalymofvmeensmgamodehhnadmssformdnqdose.pooledm :
and their interaction terms

é ough: There was no consistently significant difference
between BDP-HFA and BDP-CFC at any dose level and
no consistently significant difference between doses of
either drug product, using either the ITT population or
the efficacy population, in regard to mean percent of days

—without cough or change in cough score.

# shortness of breath: There was no consistently significant
- difference between BDP-HFA and BDP-CFC at any dose
level and no consistently significant difference between
‘doses of either drug product, using either the ITT
population or the efficacy population, in regard to mean
percent of days without shortness of breath or change i in
shortness of breath score, compared to baseline.

— 4 chest tlghtness' There was no consxstently significant
“difference between BDP-HFA and BDP-CFC at any dose
level and no consistently significant difference between
doses of either drug product, using either the ITT -
population or the efficacy population, in regard to mean
‘percent of days without chest tightness or change in chest
tightness, compared to baseline.

B i T
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| 4 sleep disturbance: There was no consistently significant
- difference between BDP-HFA and BDP-CFC at any
- dose level and no consistently significant difference
between doses of either drug product, using either the
ITT or the efficacy population, in regard to mean
percent of days without sleep disturbance or change in
sleep disturbance scores.
2 beta agonist use: A linear dose-response was seen for
- BDP-CFC (p = 0.04), but not for BDP-HFA (p = 0.07), in
terms of mean change in beta agonist use, using the ITT
- analysis, as well as the efficacy population analysis (p =
0.02 for both analyses). There was clinically significantly
Iess use of inhaled beta agonists with all doses of both
drug products, most notably with 800 mcg/day of BDP-
HFA (see tables and figures below; tab 11.4.1.12.1.1.A,
pl41, v1.156; fig 5.2. 6.A, p125, v1.269; fig 11.4.1.12.1.1.B,
p 142. vl. 156)

Figure 5.2.6.A: 1192: Adjusted Mean Change from Baseline in Beta-Agonist Use by Week

(Patients Included in the Intent-to-Tmt Analysis)
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Table 11.4.1.12.1.I.A.: Analysis of Variance Results for the Change From Baseline

in the Number of Total Daily Beta-Agonist Uses at Week 6
{Intent-to-Treat Analysis)

m—
Week 6

200

: 160 400

Summary Statistics mcg/day mcg/dsy -_meg/day
HFABDP [N 50 51 - 1 56

Mean + SE -1.1240.193 -1.1240.188 ° -1.5710.181

.1 CFC-BDP N : 59 54 52 :

Mean + SE 0.8320.177 -1.0140.187 -13710.188
Anova Model . P-value
Product Effect 0.185
Dose Effect 0.017
Product by Dose Interaction 0.891
HFA-BDP Treatment Comparisons
Linear Trend S 0072
100 meg/day versus average of 400 and 800 mcg/day 0328
400 mcg/dsy versus 800 meg/dsy 0.083
CFC-BDP Treatment Comparisons ‘
Linear Trend 0.036
100 meg/day versus average of 400 and 800 mcg/day 0.105
400 mcp/day versus 800 mcg/day . 0.176
P-values are based on an analysis of variance using a mode! that adjusts for product, dose, pooled center--
and their interaction terms :

Figure 11.4.1.12.1.1.B: Adjusted Mean Change in Total Daily Beta-Agonist ﬁsés and

Standard Error by Dose Level at Week 6 (Intent-to-Treat

- Analysis)
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w SAFETY FINDINGS

3 exposure: There were 323 patients who had been randomized to
~ study drug who were included in the safety evaluation. The vast
majority of these patients were exposed for 29-42 days with the
mean for all treatment groups being about 40 days.

¥* adverse events:

4 total adverse events: at higher doses, there was slightly
greater frequency of AEs in patients receiving BDP-HFA
~ than in patients receiving BDP-CFC (see table below). This
is not a clinically significant difference. There were no.
patients who developed oropharyngeal candidiasis based on
visible lesions and culture of candida from the mouth/throat.

mcg/d HFA CFC

100 |54% 158% |
400 {57% |55% |
800 [63% |56%

¢ asthmatic adverse events: Increased asthma symptoms

(> one day of asthma symptoms) were more frequent in

patients who received BDP-CFC, especially the 100 mcg/day

~ dose (see tabie below). -The clinical significance of this
finding, if any, is unclear; although the 100 mcg/day dose of
BDP-CFC was probably inadequate to control asthma in
some patients who had previously received a dose of at least
400 mcg/day. Acute asthma (one day or less of asthma

_ symptoms) and/or increased asthma symptoms were most
prevalent in patients who received 100 mcg/day of BDP-CFC
(10 patients compared to 2 patients who received 100
mcg/day of BDP-HFA). Patients were required to have been
receiving 400 mcg/day of inhaled corticosteroid for entry
into the study and then enter a corticosteroid withdrawal




phase where a fall in pulmonary function and worsening of
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Symptoms was necessary for randomization. After

randomization, 2 of the 6 treatmeht groups (100 mcg/day of
BDP-HFA or BDP-CFC) received daily doses of inhaled

_corticosteroids that was less than they had prevmusly
received. Some degree of asthma worsening is, therefore,

not unexpected.
propellant acute asthma increased asthma both
BDP-HFA100 | 1 " 2 0
BDP-HFA 400 -0 0 1
BDP-HFA 800 2 0 (]
BDP-CFC 100 3 7 i
BDP-CFC 400 0 3 - 0
BDP-CFC 800 1 3 0

4 pharyngitis: At higher doses, more episodes of phamygms
occurred in patients receiving BDP-HFA than in patients

receiving BDP-CFC (see table below). This suggests that
BDP-HFA has more of an irritative effect on the upper
airways than does the CFC formulation. If so, the

formulation could be more of an irritant or there could be
more deposition of this drug product in the upper airway.
In terms of the latter, lung deposition studies suggest that
less of the HFA formulation is deposued in the upper

airwaya. ,
ropeltant 100 mcp/d 400 meg/d 800 mep/d
HFA (4% 10% (27%
CFC [{12% | 9% 17%

- - @ Based on AEs that occurred in 3% or greater of the

' patients in any treatment group, the table below includes
those AEs that occurred more commonly in patients who
received BDP-HFA than in patients who received BDP-
CFC. With the exception of headache, the differences
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0 between the two formulations are small not associated
with a dose-response and unlikely to be of clinical
significance, Headache, on the other hand occurred in a

significant number of patients (but not unexpectedly

- high numbers for a clinical study), a greater number of

- patients receiving BDP-HFA and was associated with a
dose-response. The clinical significance of this finding, if
any, is unclear, although sinus headaches could be
caused by irritation from the drug product.

. BDP-HFA BDP-CFC

Adverse event 100 400 800 100, 400 800

“allergy” 6% 2% None 2% None 2%
Headache 12% 20% 25% 14% 11% 15%
Earache None 2% 4% | None None None
Epistaxis None 4% None | None None None
Dysmenorr 2% 8% None | None None 2%
Coughing 4% 2% 5% 3% 4% None
Abrasion None | 2% 4% None | None None

included otitis media, rhinitis, URI, inhalation site
sensation, leg cramps, arthralgia, salivary duct
obstruction and laceration. There were more severe AEs
in the BDP-CFC group than in the BDP-HFA group (see
table below). The only serious AE occurred in a patient
who received 100 mcg/day of BDP-CFC who was
hospitalized with streptococea
gastritis, and an upper GI bleed.

ropellant 100 meg/d 400 mggd 800 mcp/d
HFA [ 4 T 0 | 4
fc,rcis 14 13

I pharyn

o die

gitis, difTuse

4 severe adverse events: severe AEs in the BDP-HFA group

4 adverse events possibly or probably related: At higher
doses, there were more AEs considered to be possibly or
probably related to BDP-HFA than to BDP-CFC (see
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table below). The only specific AE that was more
frequent in the BDP-HFA group was pharyngitis, which
was seen in 1 BDP-HFA 400 mcg/day and 3 BDP-HFA
800 mcg/day patients, as compared to no patients who
received BDP-CFC. Mild vertigo, that was considered
possibly but unlikely related to BDP-HFA 800 mcg/day,
was experienced by one patient intermittently for 22 days
and resolved while the patient was being contmued on the

study drug

dose (nxg/d) HFA___ CFC
100 [ 10% | 15%

400 | 8% | 1%
800 |13% | 4%

@ discontinuations due to adverse events: an AE as the
_primary cause for withdrawal from the study was seen in
two BDP-HFA and 4 BDP-CFC patients. The two BDP-
HFA patients had sinusitis and exacerbation of asthma

~ and were receiving 100 mcg/day.

!lr laboratog tests: There were no clinically significant changesin
laboratory tests in any patients who received BDP-HFA. In
cases where there was a change in a laboratory parameter
from normal to above the upper limit of the NRR or below the
lower limit of the NRR after administration of BDP-HFA,
similar changes were seen after adxmmstratlon of BDP-CFC or

at baSeime.

* vital siens: There were no clinically significant changes in vital
signs in any patients who received BDP-HFA. In cases where
there was a change in vital signs to above or below the normal
reference range after administration of BDP-HFA, such a
change was also seen after administration of BDP-CFC or the
finding was seen at baseline.
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o 'overall evaluation of efficagy end safety data and conclusions:

| * A nummal dose-response was seen after administration of

-

- BDP-HFA and BDP-CFC for 6Weeks, based on mean change
from baseline in percent predicted FEV:1. The primary -
separation of effect between the three doses occurred after the
first week of treatment, which is not unexpected given the

~ design of the study. Subsequent to the first week of treatment,

there was a flattening of the dose-response curve, and the
difference in effect between the three doses of either drug
product is of questionable clinical significance. Nevertheless,
given the degree of improvement anticipated with an inhaled
corticosteroid, the sponsor has adequately demonstrated a
dose-response for BDP-HFA and BDP-CFC, across the dose
range of BDP-HFA proposed for chmcal use.

% Although there was a consnstent_jy greater effect seen after

. — . — e ——— T

administration of a given dose of BDP-HFA than after
administration of the same dose of BDP-CFC, these differences
were small and of questionable clinical significance.
Nevertheless, some adjustment may be required when patients

- are switched from BDP-CFC to BDP-HFA because of the -

greater incidence of AEs with 800 mcg/day of BDP-HFA.

" There was a clinically significant 'iimprovement in mean change

from baseline in FEV-1 percent of predicted, percentage of -
patients with a 12% or greater improvement in FEV-1 (a
majority of patients in all treatment groups) and 50% or

- greater improvement in FEV-1 (32% of all BDP-HFA treated

patients), mean percent change in FEF 25-75 from baseline
(99% improvement after 6 week} treatment with 800 mcg/day
of BDP-HFA), mean change from baseline in AM PEF, mean
percent of wheeze-fee days and mean change from baseline in

" inhaled beta agonist use after administration of 100, 400, and

800 mcg/day of BDP-HFA.

¥* No safety concerns about BDP-HFA were ralsed by the data

from this study.
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ABSTRACT

METHODS: Study 1129 was a parallel, modified blind, placebo-
-.controlled (HFA placebo), multicenter, repetitive dose study in 347
adult patients (113-117 patients in each arm) who had mild-moderate
asthma, many but not all of whom were receiving inhaled
corticosteroids. After a 10-12 day period on 30 mg/day of prednisone,
patients were randomized to receive 400 mcg/day of BDP-HFA (4 puffs
bid), 800 mcg/day of BDP-CFC (8 puffs bid)(Beclovent) or HFA placebo
for 12 weeks. Active drug was administered at a 50 mcg/puff :
- concentration. The primary efficacy variable was mean change in AM
PEF from the end of the prednisone treatment period tc the end of 12
weeks of randomized treatment. Secondary efficacy parameters
included other pulmonary function assessments (FEV-1, FEF 25-75, PM
PEF), asthma symptoms, nighttime sleep disturbance caused by asthma,
beta agonist use, QOL assessment, and time to withdrawal because of
asthma symptoms. Safety was assessed by adverse events, vital signs,
assessment for candidiasis, plasma cortisol levels, serum osteocalcin
* levels, and laboratory tests. Two study populations were analyzed: 1)
an intent-to-treat population; and 2) an evaluable for efficacy
populatlon

There was a 10-12 day run-in period, following which patients were
given 30 mg/day of prednisone for 10-12 days, off inhaled
corticosteroids. Patients were then entered into a 12 week period of
randomized freatment, during which they were evaluated in the clinic
every 3 weeks. Baseline comparison of the treatment groups showed

- that they were comparable in terms of demographics, medication use,
- pulmonary function, and other criteria.

RESULTS: A dose of 400 mcg/day (200 mcg bid) of BDP-HFA at a
concentration of 50 mcg/puff was demonstrated to be efficacious, when
compared to placebo. The degree of effectiveness produced by a burst

of oral corticosteroids was maintained in adult patients with mild-
moderate asthma, both with and without a history of inhaled —
corticosteroid use, over a period of 12 weeks. The separation of

response between 400 mcglday and 800 mcg/day occurred during the -
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first three weeks of treatment with essentially no further separation of
effect throughout the 12 weeks of the study. While not unexpectedly,
there was a small decrease in AM PEF after switching to 400 mcg/day of
BDP-HFA or 800 mcg/day of BDP-CFC (slightly more with BDP-CFC),

 there was a statistically significant difference in decline of AM PEF after

administration of either active treatment and administration of placebo.
The same pattern of change was seen in regard to most other parameters
evaluated. Differences in AEs and other safety parameters between BDP-
- 'HFA and placebo were minimal and not clinically s1gmficant.

DISCUSSION: BDP-HFA at a dose of 400 mcg/day and a concentration
of 50 mcg/puff is efficacious when mild-moderate asthmatics are treated
overa 12 week period.

. The primary objective of tlus study, however, was to show that 400
mcg/day of BDP-HFA and 800 mcg/day of BDP-CFC were '
This was not accomphshed since the study was not designed to
demonstrate ,» The effectiveness of 400 mcg/day of BDP-
HFA was consnstently shghtly greater, across a range of outcome -

_variables, than 800 mcg/day of BDP-CFC, but this dlfference was not
clinically significant.

The data obtained after administration of 400 mcg/day of BDP-HFA and
800 mcg/day of BDP-CFC is not inconsistent with in-vitro data showing
that BDP-HFA has a smaller particle size than BDP-CFC and that there

~ is greater deposition in the lung of BDP-HFA than BDP-CFC. However,
there is approximately 10 times more deposition of the BDP-HFA product
in the lung, which is not consistent with the fact that Y2 a given dose of
BDP-CFC given as BDP-HFA produced a similar effect. This '
inconsistency probably reflects the unreliability and questionable clinical
relevance of data from _—— studies.
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. There was no concern about the safety of 400 mcg/day of BDP-HFA,
based on the safety parameters evaluated in this study.

APPEARS
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- The primary objective of this study was fo determine if “equivalent”
efficacy was demonstrated by 400 mcg/day of BDP-HFA and 800
mcg/day of BDP-CFC. Other objectives were to demonstrate that
BDP was more effective than placebo in controlling asthma and
assess the safety of BDP-HFA.

" number ofmatxents* 816 patients were screened; 347 patients were
randomized to treatment (113 received 400 mcg/day of BDP-HFA ;
117 received 800 mcg/day of BDP-CFC; 117 received HFA placebo;
49 patients were excluded from the evaluable for efficacy analysis
(efficacy population analysis), thereby leaving 298 patients in the
efficacy analysis (see flow chart below); the number of patients at
each center varied from 3 to 22; 61 (18%) of patients withdrew from
the study prior to week 12, the majority in the placebo group.

Figurel:  PATIENT DISPOSITION-1129-BRON

[ Patients Screened for Study Entry = 816 | -
I

_ [Eligible for Study Entry =347 | . [ Ineligible for Study Entry = 469 |
l _1 _ |
Randomized to HFA-BDP Randomized to CFC-BDP " | Randomized to HFA-
(Intent-to-treat = i 13) (Intent-to-treat = 117) "~ | Placebo
: (Intent-to-treat 117)

| Excluded from Excluded from Excluded from

Bvaluable-for-cﬁicacy =20 Evaluable-for-efficacy = 11 Evaluable-for-efficacy = 8
(Evaluable-for-efficacy=93) (Evaluable-for-efficacy=106) (Evaluable-for-efficacy=99)

= age range: 18-65 years of age

" patient gopulatlon'

* “moderate-severe” symptomatic asthma of at least 3 months
pnor to admission to the study; AM PEF 50-85% predicted at
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pre-prednisone baseline; use df inhaled beta agonists on a PRN
basis; reversibility of 15% or more after 400 mcg of Maxau'
MDI. -

- 3% either no inhaled corticosteroids for. at least 4 weeks or nomore
than 400 mcg/day of BDP-CFC at entry into study;

%* demonstrated improvement after oral corticosteroids (at least a
15% improvement in AM PEF at least once during the last 3
days of oral corticosteroid treatment compared to the last §
days of the run-in period); signs and symptoms of asthma
during the last 5 days of the run-in peried and a sleep
disturbance score of 1 or more on 1 or more nights OR a daily
asthma symptom score of Z or more on 3 or more days for one
or more symptoms AND/OR use of inhaled beta agonist on the
average of at least twice daxly

% current non-smokers

w study design: parallel, modified blind, placebo-controlied (HFA
placebo), multicenter (27 center) study; patients knew that they were
- receiving either 4 or 8 puffs bid but did not know whether it was
active drug or placebo

-

- drug adnumstration' use of spacers was ndt allowed durin'g the study

3* 400 mcg/day of BDP-HFA 50 mcg/puff concentration (4 puffs
bid)(lot 3600)

% 800 mcg/day of BDP-CFC 50 mcg/puff concentration (s puffs
bid)(Beclovent)(lot 94-019)

% HFA placebo in MDI adapter identical in appearance to BDP-
HFA MDI (4 puffs bid)(lot 940324) or HFA placebo in MDI
adapter identical in appearance to BDP-CEF'C (8 puffs bid)(lot
940401)



